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(54)Title: NOVEL UREA D£RIVATIVE$ 



(57) AbvtTAct 

Compounds rapmentcd by general . ^ ^ 

formula (I) or sahs thereof a process for 

producing the same, and a remedy for \ / q 

hyperphagia, adiposis, or diabetes whldi | / \ ly H 

comprises the same as the active ii^gredioit AT —A N ^N>w CO 

wherein A represents nitrogen or a gmup | | N ' ' <V 

represented by C-R* ; Ar* represents aiyl p3 p4 tj \^ ij 

optionally having sub8titiient(s) srfectod from '^^ * " U-*// 

the group consistbig of halogeno. lower aUcyl, 
and lower haloalkyl; Ar* represents aryl or 
heteroaiyl optionally having substitucnt(s) 
selected fixxn the group consisting of halogeno, 

lower alkyl, lower alkcnyi, lower haloalkyl, lower alkoxy, lower all^lthio, lower alkylamlno, lower dialkylamino, and ar>d; R^ represents 
hydrogen or lower alky! or is b(»Kled to R^ to represent a bond; R^ represents hydrogen or lower alkyl; R^ and R^ are the same or 
different and each represents hydrogen or lower alkyl, or R' and R* are bonded to each other to represent C^^ alkyleoe optfooally having 
lower alkyl; and R' rqunesents hydrogen, hydroxy, lower aD^l, or lower alkoxy or is bonded to R' to represent a bond. 



(5 7) ^ 

U V-<N^^^ [I] 
r3 R" H^L/f 

>rji;us, /Nn<g]^T;v4^^PSx fi^T^^un+i/Ss ffiiRT;V'4^;i/^;«-Sx i 

R' li7X3^Mi^^ L < {tmiT R» tSi^ bTlS^* ; R» liTk^IS 

i£j|ftT;l'^-'l/26^ XliR'RCKR*<Z)M#A^5lC^{=^LT. M7;P4^;Wa* 



AU 
AM 
AT 
AU 
AZ 
B A 
B B 
BE 
B F 
EG 

%i 
BY 
CA 
C F 
CG 
CH 
C I 
CM 
CN 
CU 
CY 
CZ 
DE 
DK 
EE 
ES 




■fey >. • A'V'T ^ 



LT 
LU 
LV 
MC 
MD 
MG 
MK 

ML 
MN 
MR 
MW 
MX 
NE 
NL 
NO 
NZ 
PL 
PT 
RO 
RU 
SD 
SE 
SG 
S I 
SK 
SL 



y i-rxT' 



SN -fe^^fW 

SZ J^^yi^^VK 

TD ^-r-K 
TG =i'— 
TJ 
TM 

TR hA*^ _ 




VN !5^-f*^■^A^ ^ 
YU a— df-->^9^^'r 
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0J ^ffl s 



^ m ^ m 
1^ ^ m 

nm^^-f^ KY (OTNPY itsGTi ymi)^>bt£Z^'f^ k-c* 

(Nature), 296^^ 659 H (1982:^)]o NPY I* cJalg^^j^ye^SMWiglS 

isj»ieai«rffiiric{sji^^o npy <Dmmpiim^mi^ti^>cr)npmim-^ 

^> IIE«lRC?-1'VXU>ffita:tt*SI«"r«c:i*<»i€.tlT(r^$o ^yt:. 
®«^l«r^4»«S^W«e?^o«tl^Stt-^)M#RbT^^>5o HJCx NPY 

Tl^^o NPY®**8ift^lijfil®iRI&*?l^)|g:: U .'I'^nbTi^^^ U 

^—i-iy si'Ji' • -»» — • :t ^ • iz-f -f — (International jounal 
of obesity) ^ 19 ^ ^ 517 M C 1995 ^):J:.>K^yypS^ — 
(Endocrinology)^ 133 1753M (1993^) : ^Ux^ *>a • 'J^—i-A/* 
:*-7'^ "7r— V3Di?— (Britsh Jounal of Pharmacology)^ 95#^ 419 
H (1988^)]„ 

NPY 0«tel4iti«X«*««'«l^l-l*«'rS NPYS^flc^fe^t-S CI h 
bfc*<^T. NPY0NPYS$»i:©ig^*||ast*ntf. 
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■7t— '^3Di?*;i'-i^'l'i>;^ (Trends in Pharmacological Sciences)^ 
ISi^^ 153H (1994^)]o 

1#Bg^3 - 93774^t^«. «fra¥2 - SOOlTS-^&ffiRCfl^ggHgSl - 146465 

-^^«^Ki8^;^tiri>*o bA^b/x*<^». wne»:ftcitKttx ^ifeH^^k-^ 

^ 0J CD ^ 



R^ r2 




[I] 
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f So 

vr^;UK. aec-r^/PS^ tert - :rf-;l/3£^ ^y^yi/gS^ ^ 
20 y^y^A^^ ^^^>^A^ tert-'^Vf^^l/JS^ 1 - y f^yp-r^;l4|^ 2- 

^ 1, 1 - >f > f-ypy^yus^ 1. 2 - i?y 2. 

2 - i?^ ^^^l/r^yl/S. 1 - 1. 1, 2 - h U 5^>'P:/D 
25 1, 2, 2 - h y > f-Zl/y D tVUS> 1 -i^yl/- 2 - ^ f-7U:/a If >l/S^ 1 -i 

l-y^afa tVUif-yl/Si. 2 - n 1 - J/ ^ n-T n 

tr/l/:/a tf/l/*^ 2 - i/^' o e;l/:/p lf/Wii£s 3 - a bVU:/'n e 



4 
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1 -^yi/^roJ^^^PS^ 2--7;u:tni^;i/S> 2, 2, 2 - h U :77i/;j- 
h U ^ d n f-yl/Ss 1 - o n Jif-^l/IS^ 2 - a aa^^yi-^l^jfrt^jf 

So 

— 2-"r-rJ^;l/S^ l -y-r:=.;USx 1 f'>>V-2-rD^yl/Ss 1 - 
yp'^-^uS. 2 - ^ f-yu- 1 - zfn^jv^^ 3-/ 'f-JU- 2 - 

P "^P eyp;* f-yU:r^ 1 - i/ P y a lfy|/:ii^yl/;j-4r 2 - •> ^ 
^M^yl/:^^'^*^ ^^U^v'Tt-^i^Sx if•^'>i55^■+•>S^ hUp<^l/ 
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2- i/^ d:/o eypyo tr^Pf-^raSx 3- v/^arofcTyUr/a lf7l/f-;rS. 
l&^-f^JZfu i^/ur 5 y y^/UT ? y sec - >^5^7Ur $ y S> tert - 

rvvjm. -rv^^TVu^uSx -fv^i-^if'/uyuii, h 

^^^vy^i'Sx yy-ypSx +y y;uSx ^v^y y>»i/Sx 7:i^5s?-;i/Sx 
■^7^y i^~;i/Sx 4^y4^-9-y:=.;mx +:^vy~7I/a£^ y:=./ps^ y 
7^y e»ti«o 
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mmmamii{.xit^ m^ammm. mstm. mt^. ^)^wm. ^msk 

|^gS6«<Z)^£ffiT/^^7^S(i;UT;l^ ^yu®. if-;l/S> yafcf 
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Ai^ OT 'J -;i/»<h LTji> i^;i/S^*<|f3at?*5o 

i|t?J t> 3 - ^ n p 7 X -4/3l^*<flF«-e* 
Ar«Ji/NDyi/jBS^, <S«T^P4^7l/S^ fittT7l/^-/P36^ '^PfiiRT>>U4^ 

-'PSs 'iaiftr-'u=J4^'>a6^ fiilftT-;p+;i/^;rs. ^£»r^^+y^T5y|!£. 
«r^i'+.'i«x fiiftT/i/^-/i/»^ ^^^^gaT;^+/^3ix 

< y ■7'p/^^J:l;^S^ 2 - 7'7"-/^«^ 3 - 2 - :/-r— .fl^S^x J: 
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mmma>r y -/ust uTtt> ^->'i'»«p*<*?3a-c*«o 

S^KSlSt UT{i> >'^^y>'lS^s <£»T/U+/paS> ®aT;l'=r+>'S. 

^;I/S. 2 - h' y 3 - f y i?;V/S, 4 - tr y 2-:i^nn7*Ji 

^US^ 2-:rp*7*~yl/S^ 3-yp^7x— ypaS^ 4-rn*7i~;l^^ 
S-^'nn-a-h'y 5-ynt-3-try 2-^f->rt/7i 

•=->'i^> 3 - >f ^'HSx 4 - ^ f-/l/:7 A^yPSx 3 - x.'f-zuy i 

S> 4 - s^'^jvy i^^us^ 4 - :/p tvi/7 X 5 - y f-yp- 2 - tf y 

6-yf-yb-3-try 6-if-^u-3-fcry s?yi/js> 
^tw- 4 - hr y v^^pSx 2 - i^yi/- 4 - e y pj\ym. 2--^ a if ^v- 4 - 1; 

y i^yU®> 2 - r^/P- 4 - tr y i^Jm. 3-/ f-yl/- 4 - fcf y >>yP3£. 3 - 
t'— vfi/^ x^;us^ 4 - b*— /v:/ X— /p^^ 4 - (2 --r P'^^yp) 7 x^/u 
5 - fc'-;u- 3 - tf y ;us> 3 - h y :7;u;r p y i-nyua^ 4 - 

h y 7;U:**py^/l/'7x^;l/ai> 2-y h4^'>:7x~7Ua£^ 3-y h^i/7x 

-/i/Ss 4-y h^'>7x— >'i/S> 4-j^h+c/:7x— yuais 4-'i'yrpfcr 

;P;^-^'>7i— ;l/a, 3. 4-i?> h+'>7x— -^WJK^ 3. 4 - j« ^ U > S?;j-^ 

3-ifji^/uriyy^^Ju&^ 4-':?^f-yuT5y7x~A'S. 4-^ 
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3 - 1*:7 U yu3Sx 4 - 1* 7 U ^ti^ *-e*> 4 - 
U S^^PSx 2 - f-yi/- 4 - tr U i^^'l/S^ 2 -i^^l/- 4 - tf U 2 - 

:/a tryu- 4 - fcT U i?7uai. 2 - ^f-A,- 4 - e U 3-^^no:7i^ 
4-:^^nD7x— ^PS^ 3, 4-5?^'cia7x— ^1/31^ 3-:ra*yx^ 
^V/3£, 4 - -fxi^y X— yi^^ 2 - > x::^7l/3l^ 3 - ^ ^yl/-7 x—yl/gl^ 
4 - y f-;t/7 X — ^l/S> 4 - s.^)Vy x~7I/Sn 3 - ^^l/- 4 - e »; 
3 - if-yp- 4 - tr U 5^/1/16. 4 - h*~;U7 x^/l/S, 4 - (2 - :/D 
7x— ;U»> 3-^ h + >'7x^yt/S^ 4-^ h + v^7x-;l/S, 4-aih^ 
•>7x— 3, 4-i^> h^i':7x^yl/S, 3. 4-pi $^U>i>:*-^'>7x 

3-> h4^'>-4- fU i^/US^ 4->f";U^::*-7x-.'l/3K> 3-p< 

R' i: L/TIi^ 3!|c«K^XttR" taiSfet/Tfe^^JKlfef <5 t^jir^ff^-C* 
^« 

R'©iaiftT^u^;i/Si Lr{±, «a|x.idr^ 3L^)\/lS^l3miSLVh^o 

2 iS: I ^ U 4 ® T^U+ U >S^St5fe'r -So 
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R««**iS^x TKBftS^ fi»TA/+7UK^L/<{4fiiftT-^l/34^i/SX«R' 

rR^a:ili!5§UTj|ES-^*«i*-rSJ <i:(d:> A*<C-R»-e^$n«S®iiS-^. R» 
R'i UT«^ 7k3BS^b< tiTkiftSXttR* tjii^UTlg^*«(*^«i 

©S^*%a^^So 

jSS^ [I] S <a S {t^<fe *j S ^ V->'l'M53-©ag#^^— S bT 
Tg5— JKS: [I'] 0<i:*J»)ib-Cx 'ft^«!l©^ig'€:©fik©8li^*ie«!if S^>© 
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, W O H 

I, iT^N— [ r ] 



R3 r* h 

5- (4-^'DP7x~>rt/) -3- (4-7iJ=.yl.e'<^>>~yP) 

5- (3-^^;P7x-yl/) -3- (4-7x->H'f^^>;>Ji^U) ;!7>»l/jK-yl/ 
5- (4-^5=->'U7*ziyl/) -3- (4-7*^7Pbr^^i?-/I/) 5!7yUji?~7l/ 
5- (2-^ h4-i/7x— -3- (4-7x~yl/i;'^i5i?— >f|/) 
5- (3. 4-v?^^D07x-;U) -3- (4--7xJ:iyi/i;^5i?->rl/) 
5- (4-yo*7x~;l/) -3- (4-7x-;Ufcr^5i?~;U) ;!;;^7^:-;^ 
5- (3-iJ'nn7xJ=.;P) -3- (4 - 7 x~;l/fc:/>^^ iJzL^p) ^i/^p^'jiyu 

5- (4-i?^5^>'P7 5y7x~yl/) -3- (4-:7x-yl/tr'>;9i?jiyi/) 
5- (3"5^>«^;i/T5y7x-yW) -3- (4-7xiyUtf/>^5 2?-yl/) * 
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5- {3, 4~'J;f h^'yy ji'=^Jl') -3- (4--7x— yl/k:^5-:^— >'U) J^f^l/ 

5- (4-j:h4=-'>7x^yV) -3- (4 -^x^yVe^^^^i?— /U) *yl/j}5;=. 

5- (3-yp^7x~yP) -3- (4--7x^yi/tr'^5-:?^yl') 

3- [4- (3-^'ciD7x^y|/) lf^5S?-^W] ;^yp7lC~/l/T$y-5~ (4- 
^ h + '>7x— fc?5V~/l/s 

3- [4- (3-^nn7x-;l') t*'^^ >fj=.;U] y7;P+:^;PT ^ y - 5 - (3, 
5- (2-^'Dn7x— -3- (4-7x— ;Utr^^S>^;l/) ;i!7;P;i?^;|/ 
5- (4-^f-yl/5=-;r7x~;i/) -3- (4-7x~yUfc?^^i?j=.yl/) ;<7yW!j? 
5- (B, 4-jt^U>iPytr^'>y a^^Ad -3- (4-7*— yi/if^5 5?^;p) 
3 - (4 - 7 X— t*'^^ it A^tH^jUT (A-^V tf 

5- (4-^ -3-yf-;i/ [2- (y^;l/7x— ^l/j 5 y) X 

5- (3-y h^^iz-^x— -3- (4-7x^yl'fcr/<5i;^yU) ;!7;PjIf^ 
5- (4-y h^^i/^x-^P) -3- (2-^^^P-4->'x— /Utf'^^^i?— 
5- (4-^ h + i/^x-yl/) -3- [2- (7x— yl/T5y) JL^^U] 

y *yi/3j?j=.;i/T 5 y tf 5 

5- (4-lf7x~U/l/) -3- (4--7x— /Vtf^5£?:=.;i/) *7l/jK^iUT 

$y tf^vwK 
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5- (3-i^^5^yUT$y-4-> h^i/:7x-yl/) -3- (4-7*^^Hf 

3- (4-b Ko4^>'-4-7^^yl/fcr/>^y -h )\,if.^i\^r x J - ^ - 

5- (4-^ h + >':7i-yp) -3- (4-7^^1171/- 1, 2. 3. 6-7^ h^h 

5- (4-^ h+i/7x^^l/) -3- (4-7x-7l'hr^y J57yl/Ji?::^;U 

5- (4-^ h^i/7i:=.;I/) -3- (4-7i— ^U^i^-ttf^^i^—yU) t&^P 

[n] 



H 




cn] 



o 

X— c!— oAi^ C in ] 

[IV3 
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mt^i» [IV] <k. -jfta; [V] 

)—< 

Ar^— A NH [ V ] 

[H] T^^nS^k^i^iiHKi^ [III] T^^ns-fk^iOSJ^ti, 

mn. HKiC [n] T-^^ns-fk^i^ync^fUT^ -^aa: cm] -c^^ti 

iit^>S: 0.5 *.rt//j:i, N if * U < W^yP^ai % 0 1.5 ^A^m i >T 

^itjf f - U >s D a Jh/WA^ -r h 9 k Kp 7 5 V> r^K 

ifes^:^ h u A, >; -5 A. ij?ge;!K«:^ h y ';^A^©M*ams«-'fieM"r 
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-m^ [IV] -c^sns^b^tii-is^ [V] T?^$ns-(t:^«ji©Rja5 
<i> Brfies;E-ct#'^,n^-«§:xC CIV] -cm^tL^it^irmmL^ xitmm 
■t^zttK^ mm^t^ [IV] ©1 ^ypfcs^ -HR^ [v] 

^^^so{^ffifi{i, aisr, -ijss: [rv] -tf^^ns-fb^tn^vn^stb 

Sfl5{a«<i> -30'C-'200'C. JfFtL<(i20'C'-100'C-e**o 

S. 

iKi2«l©:^^s [3 >y;^>i/y . ^-rpif-f ^ u ^ . v $ x h y - 

(Comprehensive Heterocyclic Chemistry)^ A.M hV^^— (A. 
RKatritzky) Pergamon Press ?± (1984^) ^#J|S] ^U<{i'€-tlK 
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Ar^— COOR 
(1) 




O 



Ar^— COCH2X 
(2) 




"CN 
(KCN, NaCN) 



(3) 



N2H4 



H 



[n] 



o^?^ET^-SJfS$1i-^ -tK:^ (3) -r^^^ti^it^mt u <^<:l^■e^>fb^^ (3) 

lis 31^. 3o^ra~6i^ra-e*-5o 
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c t J; 0»iS-r« c <k t>-c* 5* 

^igB^-c^-rs-ift^ era] xii [V] T^^ns'ft^wti. rff^a^^ffi 

T NPY JSfitStt*^^:: iiw J; OiEl^snSo 

fchNPY Y5g«fl:*=J~K"r«cDNAEyiJ CffllS<RfjnFtlliaW096/ 
16542-^|«||||»J^ 36ffi^^'^~pcDNA3^ pRc/RSV (-f ^fcTho 

Zf- TjiViJ (Proceedings of the national academy of sciences of 
the united states of America) s 84^, 7413 K (1987^) ^fi^] ^ffi 
t^TteHHIiaCOS " 7, CHORDfLM (tk -) (T / V it > • zf * ^jU 
i'-V-'Zi\y^7^>B» j;:h5>X7xi> hUNPY Y5S«(*|ieMI&* 

20. OOOQpm© ["D ^:^^-f KYY Atti© r-y-fe 



W098/247CS 



18 



rcTfsr97m399 



:tU h\ 0.1 > 7 '>>'^^ti'25mM HEPESiS«f^S^ pH7.4) ^p^C 

LfZo 0.3%BSA*^t;50inM Tris^ffjg, pH7AlZXm^'^ify^ijt? 

50 »BI««ar (IC»||) **J6fc [Ji^K^'Vyoi?- 
(Endocrinology). 131 2090 M (1992^) 't©Mm> IIJ6ffi|17 

<0-fk^© ICsoffii* 27nM "C* r> y5:« 

YY (NPY tPJ)|«!lt) ©ilt^*?6:/jj;:|S«U/So 

(7-8al^. 200 - 300g) ©:&«lieJ^J^JS3£ti[@}£&tim«tt:^f'Y K*-^~ 
U (^S0.8inm> F^SO.Sram. S$ lOmm) ^»A> «l4ffl U VTH^ b 
:tf'f K*-^-b©4aS©&«;i bregma J; f)gfc::^0.9imn^ iE*||J;0 
1.2mm^ JS^H^ l.Smm t f^tj-^r^fA UAil^lC't ©5^8*^1 

iira©l£ltS»!M©fits •^i/'^^'^'U'Tf-'y^'^y'^:/^-!' K (bPP. S^tg/ 
head/10 /zl) *«B^rttcjH:#Ufco l!Wft^l:^»bPPi:iSfDbTlRll^a 

*3Bl?H©4l:^«5«l^i^l3«:#b3tbPP (NPYi:|S|»|igjff) KJiSSfta© 

ui±0iiig*. CI] ttNPY*<ii^-rs^ig©giii. m^\mM. 



wo 9804768 



19 



FCT/JP97/IM399 



<r-rK^ ^yu^x ffi^J^x ^>i?;UT;p3~;K T^fcfTifAx ^dtfU:/ 
run «I5 U T;1/+ 1/ U 3 -^K n h U ^Xtt h Kd+ 

cne>®«sjj«x *%0^a>'ft^«!i^&^^Sr[i 1.0—100 Mfi%^ ff*L<{i 
i.o-^oas^oiRj^T'^w-rscid^T^So c:tLe.©«a»tt. 

t|gBB«*l;:J:»)||tt5*<. -jftlcSPfik^Oft^, fiRAlB*fc»). 0.1- 
100infir/k«*l~ttls||C3^»^T^ *fc|^«Pft^©ji|-^«^ 0.001-10 
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% 0^ * njfe -r 5 to <5D jRa © 

(1) 5- (4-^ -a-T/xy+i/^^p;^— ;uT5y tf^y- 

3-T5y-5- (4-p< h^'>7i^;U) f^V-yp (1.19g) ©b'Ui^V 
(lOmL) mmK^xnx^mWliya^^JV (0.87mL) *^3D^. ^mJ=T6lN^raSH$ 
LiZo S.}t^m^Wm^^J\/ (50mL) -7X (30mL) V^mV^ WaS^-lN 
^gj (50inLx2), IS?D*«7k (SOmL) Rt^lSfDtft^ (50mL) {CTiffe?^^ 

'f'ju-^^-^^if^i^m&iti^. (o.95g) *^jtfejsa (Sj^a 

286- 291 XJ) iUT»fco 

(2) 5- (4-^ h^5/7*~yl/) -3- (4-7i^;Hf^5 5?ji/l/) 

5- (4-y h+->7i-yp) -3-7*y + 5/}^yU?I-:-/WT5>'hr5y- 
(93ing)^ 1 - 7 x-^l/tT'^^ > (54nig) SCf K t; ji^ypy 5 > (Glmg) 
(Om^^^ :Jran*yl/A (3inL) if. 2I^MilD3lftSSlELfco Rjt£:jg£ 
t;:iLg=-;Ua.~7^/l/ (3mL) ^rjQX.. #fltiS*atBX. ^jg-ft-^ISj 
(lOSmg) ^m^m (liiU^235-245T) tLXUfZo 

5- (4-»PP7x^yt/) -3- (4~7x~^l/l:f>^^>?j:i7U^ ^A/^'-r. 
245 - 248X5 
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5- (2-y^;l.7x^>>b) -3- (4-y^c:.j\yh'^3>:^^iV^ 

184;^ 123- 127 X; 
5 ^y&iSV4 

1»^140-141'C 

il4j^233 - 235°C 
fflW^ 183 - 185*C 

20 «;a252 - 254'C 

5- (4-yp^7x^;l/) -3- ( 4-y^cL)].V'^^i^^j],) 
BijiS 250 - 252X5 

5- (3-»nD7x^>>l/) -3- a-'7^^7 be^^c^^n^) yi/b^ --^ 
ikj^226 - 228X; 

» 5 - ^ 3 - (4 - 7 ^ j=.^i/e^^ jv^^^ ly^Ti 
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Bllj^232»C 

111^242 - 246*0 
II«6M12 

5- o-v^^^^i/T^y^^ zi/v) -3- a~:7^^7i/fc^/>c^^^yi.^ ,{7 

^W^-z:.yt/T a y tf ^ '/-^l/ 
Kk;^ 155-163% (Hifilftitg) 

5- (3. 4 -i^p< h4^->7x^/l/) -3- (4-7^j=.;l/b'^^»:?jz.yi/^ 

B!ll;^n6-119'C 
USteM 14 

245 - 246*0 
^ilfe^ 15 

5- (4-3^N4'->7x ~7W) -3- f4-7^j=.iUbf/>:^:>^;M ±i\,i^. 
IB/S231- 235*0 

Uli&^ie 

5^ (3-- rp^7x^>>W) -3- (4--7^^yUfc?^^i^j^yM 3tyjI/iK- 

iaj^208 - 209*t 
^if&{^ 17 

3- r4- (3-»op7 ^j:./I/) hT^^'I^j^^l/l :»il/»K^7l/7 S y ^ s - 
ttia214 - 216'C 
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mmmiQ 

(3. 4~i^jt h^i/'y^Jz.M 
ll%l»|19 

5- (2-:»pp7^^^P) -3- a-^-. ^^i.tf^^o^^ii.>> 
I»;*il68-169T 

5- (4-;?f>;U^;f:7x^yI/) -3- M -37^^ybt^/<^i;?^yt.) jj, 
ll!l;S253 - 258"C 

5- (3. 4 -^^U>':^:t^'>7^j:.yl/) -3- U-Z7 ^sljV}^^^ 

Ii4;^223 - 228X: 
ll%{R|22 

3 - (4 ~ -7 jcU^yU hT^^ y;=.>|/) yl/rf;j^yl/T S 7 - R - (4 - tj >i? 

lik;^l249 ~ 255X; 
IIS6M23 

5- (4-y }>4^'>7^^; |/) -3-y'?^;l/ r2- f y ^^^i/T 5 

•H-NMR (CDCU) d :2.99 (3H. s). 3.01 (3H. s). 3.56 (4H, s). 3. 
83 (3H. s), 8.23 (IH, bra). 6.75 - 6.85 (3H. ra). 6.92 (2H. d, J=8.8Hz), 
7.22-7.32 (2H, m). 7.45 da brs). 7.64 (2^ d. J^aSHz) 
11%^ 24 
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5- (A-j th^i^y^L^M -3- (2-y'^JU-4-7^:=.^l/fcr^'7j^ 

iwaiii -iie'c 

5 - (A-jf h^uy x^yp) - 3 - r2 - (y j,=,A^T ; y ) .jL^yi/i t 

S;^ 183 -184-0 
^<aj27 

5- C4-e7x^UyU) -3- U-y 3.r.)\/}±^^^^—AA fj )\^i^.=-)\^ 
274 - 276 'C 

5- h^>>7:,:^yl/) -3- (4-7^^yl/ 

I8U51233 - 235'C 

3- (4-b Ko^->-4-7x>=.;Pfcr>^tJi?y) 3{7yl/,i?^iU7 5 y - 5- 
(4 - y h # -r :=.>>l/) ^5 

1«/Si234 - 236'C 
IISfiM30 

5- (4-y h^>>7x-;U) -3- (4 - 7 xJ:^^!/- 1. 2. 3. 6 
fflU^232 - 235°C 

5- (4-y K^->7x->>l/) -3- (4-7:i:^yl/fcf^>j yy) ;{7y|/aKji 
^1/7$ y tf^V^-yi/ 
llh;^205 - 208X! 
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ftaSlT-b h »;>rp aSmL) *n-y5=-yuy a (2^M'^+1^>^, 
13.8mL) ©9S«THF (30mL) 78 •ClCT»D>L. ISIJaKlirT 

THF (ISniL) fm^tB^. -78Xi\ZT3nm. MU\ZT li^m^^LfZo S 
J^mttJif. (lOOmL) ^Ao;?., (lOOmL) iZXt^Hi bti^ TK 

M*6N^J=Tgtii{CUA:Sfe. mSi^^Jl (200mLx3) JCTttttlU^o W 

(3.6g) ^m^^mtLxnfZo 

'H-NMR (CDCU) 5 :a95 (Sa s). 3.97 (3H. s). 4.03 (2H. s), 6.92 
(IH. d, J = 9.0Hz), 7.49 (IH. d. J = 9.0Hz), 7.51 (IH, s) 
(2) 3-T5y~5- (3, h4^i/7x-yl/) lf^^/^/U<omm 

3. 4-S?> h^>^>^MA^T'i: h *)JU (a6«) (20mL) 
U *>&TlCt K^S^V-TKfirta (0.87inL) :fejD^fc, COM^m^S: 

nmSkU ^it^ (2.92g) ^^SfelSa (||j|;^l24-125'C) i 

±iBKfl!^7?ffi^,^/i3. 4->fy h^^mmm^^ju^. mm(o^t'^mfti 

initios - 104 'C : 

3-7$ y-5- (3. 4-i?^nn7x— yl/) tr^y-^w 
»J^1169- 170*0 ; 

3-T5y-5- (4-S?y5^y|/T$/7*-/|/) 
»i^a215 - 218X; (^m ; 

3 - r $y - 5 - (3 - ^jVT \jy x-;i/) if 5 v~^u ir^Mmi) 
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ilu^l60-165'C; 
iluiai26-130'C : 

3-T5y-5- (3, 4-^^U'Vi>:f+v'7a:~>H/) if^y-zu 
|«ji^tl34-136'C; 

3-7 = y -5- (4-f7x-y;i/) t*^v-;p 
i»^256-258°C ; 

/I/ 

Bkj^Liss-ieo-c 
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if c^) K H 



(1) -IK^ [I] 




H 



[I] 



y-ymS, /Nnfi«iT7U4-;US, mLTJVzi^iyM. iSMTJl^^jU^-:^^, 

(5) R'S:iy^R'*<7kl!IMd^T'*5lt*igi|2|Ko<fc^t;o 

(6) R»&C^R^:6<^-3i:«Snj:oT. ffi»Tyu+ypS-c**|»*]iigB«©'fk 



C7) R'ajytR**^ R'B:t;fR*©W#*<i:t><cii|$UT. teRTyi/i^^l^*:^ 
(8) T/U^U>a6©iK«ar*<2T*«»*]S7iS«©-fb^o 
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(9) 5- (4-> h^i/^i—yU) -3- (4-7ji:— yl/lf'^^-:^-;!/) ;^7yl/ 

5- (4-i'Pi3 7x~^U) -3- (4-7i— ^Utr^5i?-^l/) 

5- (2-y ^yi/^ji— /P) -3- (4-7i:=.;Hf'^^i?Ji.yl/) ^A/^j:.ji, 

5- (3-^f-yl/:7x— -/U) -3- (4-7x— yWhr^5S?~;l/) 3^;;l/;K— -/u 

5- (4-y^yl/7i~>>U) -3- (4-7x— ^l/hT'^^i^—yU) 

5- (2-^ h + '>7x— yl/) -3- (4-7x-;l/t;^^>>— yl/) 

6 - (3. 4 - P O 7 X— .'U) ~ 3 - (4-7 x~yl/fc:^5 i^—^U) ;!7/1/jK 

5- (4->^n*7x— yp) -3- (4-7x— -^wtf'^^i?— 

5- (3-^i3a7x~/U) -3- (4-7x~yPtf'>^^2?-yl/) 

5-7 x~/l/- 3 - (4 - 7 x^yplf'^^ i^— 7W) *y|/j|?ji;VT 5 J t:5 V~ 

5- (4-v?^^;UT?y7x-;P) -3- (4-7x-;l/t:'^5i?~>'l/) * 

5- (3-i?pf^;WT5 y7x-yU) -3- (4-7x^7Uf«^^S^-^U) * 

5- (3. 4-5;?^ h*i/7x~-/W) -3- (4-7x~yl/tf^5v^~;U) P^/^l/ 

5- (4--f vyD*H+>7x— yV) -3- (4-7x— yVfcf'^^^i?::.;!/) * 

5- (4-ih4-2/7x— yU) -3- (4-7x^yl/tf'^^^v?i;U) ijjl^^sL 
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5 - (3 - t/o*^ ^-^i/) - 3 - (4 - 7 tf^5 vf-^H/) ?^;i/7K^yu 
3-[4-(3-^^pn7i Ji/l/) h'-^^ iiii'^.cuA^r ? y _ 5 _ (4 _ 
3- [4- (3-:^nn:7i^;l/) t'^-5i?^yt/] :?57>'U?K~yUT $ y -5 - (a 

A-i^/ Y^iy-y i—yi/) 5 

5- i2-i;uuy -3- (4-7iJ=.y|/tf^5i^^>rp) X7;i/7K-A' 

5- (4-p<^yl/f-:t7 3:^;l/) -3- (4-7j:-;l/tf/<5 5?~;l/) ^^l/^K 

5- (3, 4-y^U'> i?;*-^ 5^:7^-71/) -3- (4-7 x^yUfcf'^l^ 
i3}]/^.^/\yT 5 y tf 5 

3- (4--"7i— ;U) 3^;;b;i?— >H/T^ y-5- (4-hf»;i^yl') tf 
5- (4-y h^$/:;x-7l/) -3-y^;U [2- (y^y|/7:c-yl/T5y) i 
5- (3-y h^iyy^:=.JU) -3- (4-7x~^Uh'^5i?~7l/) 
5- (4-jt yl/) -3- (2-y^yU-4-7j:~^tr^5i?^ 

5- (4-^ -3- [2- {y X.-A/T IJ) if-yW] T$ 

5- (4-lf7*~U;i/) -3- (4-7x~;i/hr'^5>^~;U) ;&yU7K-;i/T 

5- (3->»yf->»ur5y-4-y h^i/:7x-yu) -3- (4-7i-ypfcr 

3- (4-h Kp+>'-4-7x-;uh*^y s?y) *yU7K-yi/T5 y -5- 

5- (4-y h4^>7x-y|/) -3- (4-7x-yU-l. 2, 3. 6--rh7fc 
Ko If U i? 1 ->f yl/) :<77PjJ€— >I/T 5 y tf 5 
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[H 



C V] 



-IftiC [I] 



K*. A> At'. Ar*, R% R'R0fR*ti8aiE<Z)«!ft«-W-r«] T^Stl 

(11) [I] 



A«S[3}imi^X«C-R"T^$nsS% : ArM±/M3y>M^x ^ 
^^/m^ ^^oiSSML7J]/^JVm^ fi»T/l/3#-5/Ss fi»T/U4->»l/^:i-S, <S 



R* R=» 




R^ R2 




[13 



W0 9S/247«8 



32 



PCT/JI97/IM399 



(12) D] 



y^A^a^ /Nn<S«r;P+/H6. fi»T7U3^i/2S^ ^S»T^l/+y^^:!^36^ 
R' «7K3Rm?^ b < l4®iRT>'U^yUSXI4R» i:itM bT^S^* ; R» l47K*i^ 
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